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(57) [gift] (IKE*) D7'J-/K ) 

[MB] I L- 2g£|S*$iJ, TWMf-tt. ifeffi 

im&m Tie-«^ ( i > ■?*sit*e?y-/H» 

N \^©- x — Y "v5) CO 

t *#aes«tt A *T' Duo 2 (iisas . 

X: -NR'-CO-. -CO-NR 1 -. — N R 1 — S 
0 2 -X(2-S0 2 -NR>- 

Y : ite^, -CO-, -M7H>y-. Xti-f&M 
A: -OH, -0-(giRr;^yW&V-F*^^lR$il 
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i ] -w&i ( i > ■z'vkztiz, ^r-ivwm 




?aT/Mr/t". -MT/^Uy-O-iSr/^^, 
-j/?DT)K/K -o-Mr;i/^K -COOH, 

- c o o -ffij&rn-* n-atf-'Noy yjSH^^S: 

a^iStRSfiS l~3<lOB&££WbT^Ti>i^tr 

B : 7i-UV, X<i^T;^yUT-g8i$^TVTt 

J: v >#^#^fn^co 2 fflg. 

X:-NR'-CO-. -CO-NR 1 -, -NR'-S 

0 2 -Xli-S0 2 -NRi- 

Ri : -H. -OH. -iRSST/i^k -o-fflo&T/i-- 

*)UXli -CO- ®&T;Mf ;P , 

Y : -CO-. -iRISr^U-y-. 

rn^r— u>--. 

A : -OH. -O-iSMT^^Rlf-F^^m^tl 
OTU-/K fit. Y^-&<7)i:#{i. A'i. fl&KT/l- 

srvj^K f-rvi^K 3j-*-9-yy/K f-r^'rvj 
C tit* « 2 3 li^JS l iem<7) e ? y-rt*WffcXtt* 

[fi^3 ] m^m i gB«oe?y-/Pttsi«octt* 

[000 1] 

s. 

[0002] 

t£#C a^JSijESPJi: LTftf>ilTV^nifedipine*f(75JBS 
Sfife#ttC a* • f-A- y*)V ( HTV OCCt BSte-r 



■T. ifeffiffl^CJiVOCCj^hiOCaZ^iA^? 5 *^ 
-T&C: ktfm&tlX VVfc. H o t h ^{4SE^»-^'J 
W\T$(cfcVvt. C a 2 * AhTtlimz£r>zmgiZilh 
C a**fcSS?W5rffl)B*ha»4>«OC a^SSAS^-fSr*^ 
tf/l^^Aftajffi^tt^^Af-^y*^ (Ca** rel 
ease activated Ca* 4 channel ; JJlTCRACCfcB&IE 

tore-dependent Ca 2 * channel) t hWMtlh ) tp^tf&t 

K*ffifc*#B8Sttrfc**i«#LT^ft (Pflugers 
Arch., 430, P315-22 (1995)) . C R A C C liflEif ilf 

J&. 0^, TXr-OlMr- (J. Biol. Chem.. 270. 
P29-32 (1995) ) JiSb'^X <n>$^mm<Z&&T 

^f-fx-? -mm izm< w?- lt v ^ jp**#a>-3 x 

V^S (J. Immunol., 155,p285-96 (1995) RXS Br. J. P 
harmacol., 144,p598-601 (1995)) . 
[0003] j6&£&*>X . «ttKS5lfe'J v^-^ffj 
T'Jy^^-y'yT (tenidap) CD-ffrSSfftfO — 2(CCR 
ACCfflW«14**&£¥*^MC£iU:.r t*^ (Ce 
11 Calcium 14, pl-16 (1993)) . C R AC CffiSIgti 

®&.mw o vv^m<r)mii®mmz*i tx &mmnm 
ttSr^nrsett^&s. *fc. cRAcctirt^iBiia 

(Am. J. Physiol.. 269, C733-8 (1995)) SXfl.&.ffi 
m (J. Biol. Chem.. 270. P169-75 (1995)) lzi>&&. 

if&mzftmm>u^v^$&AtfWfc-Lx^zmtfm& 

ZtLXH*) (Am. J. Physiol., 261, C889-896 (199 

1) ) . cRAccmmmtfft&mMnm^-thmmmm 
[0004] sic. tifri/^j*m?Mm#Mimn<7in 

2) cDmsziwmi-zzbhm&ztix*}') (Br. j. p 

harmmacol . , 133. P861-8 (1994)) . CRACCIfl 

w^Km>mmtLxh^mx-hh. -^r. ^rttsffl 

B^WHIBCfCJlS tt-S»SSttfflfla<4 V O C C XMM 
ft*;\si"}J>mW1) { n*>ti. CRACCimL5:v^ 
tt>mt>tlX^&. Vt-oX. VOCCCTLTCRAC 

¥ffl^*mmizt(f£L<%^ftmt:*kz%>>\ #a 
m^fWixitimiz^m^mmt tth^t tfmnztix 

tm^ilXH"). mtiX, H-f7&i44 04 24 9 
titfK WO 9 4/0 0 4 3 5-94NWCU2- (3.4->-'t K 
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*. ifc. (J. Pharm. Exp. Ther. . 257,p967-971 
(1991)) £12. 5-7^-l-((3,5-y7DD-4-(4-;n 
o^y/^f ;u) 7 x -/W * f-;W-lH-l . 23-h'J TVu- 

[0005] 

CRACC»SlttOTIBS*iT^&ft*««i. i*f«« 

Sr. »*0flHi6CRACC|flWH. *<c. VOCCfc 
JtLTCRACC «Rtt<0SE V ^#J^fM#flJM2 *rC 

[0006] 

Accia»frfflft^&ft*«««w*#v^ t£*et*n 

coc r a c c t tt£ < «a**fcrr * e ^ r-/u 

c fc*tr* C R A c c giiRtt t MFC* S £ t £ Jlffi L 
aM^T^fc <PCTaJB## J P9 8/04 5 8 
3) . 49m4KRt. SCuOt^/wHift;^ 
SK&g -Y-A"C5S3*t*X) fr« 

AU *^CRACCK»f^fflo«lWS:1fofci:w*. 
TE-»* ( I ) T*8*t&-fb^*6<. i: Oftix^CR 
ACCH»ffffl*W^6ik*ft{Bl^ *«Ht*lftU 

[0007] Tie-HRst ( i ) T^ti 

^^AjfcSte^tt^^^^^^^y^/U- (CRAC 
HL2] 




-y^nTiW, -0-fiar;W, -COOH, 
s&^StRS/iS l-3ffl^B^^*LTV^Tt>J:^t 0 

J: v xMBfSB^r nlRco 2 «E. 

X: -NR l -CO-, -CO-NR 1 -. — NR 1 — S 

0 2 -X(i-S0 2 -NRi- 

Ri : -H. -OH. -ffl»77MrA\ -O-fflT/l' 



Yrjg^. -co-, -tmrju^uy-, X(±-<£» 
a: -oh. -o-fiar;^/uat/-F*»4>a«s<i 

□r»j-/k mu Yj6«^^fcfttt. Att. ffiir^ 

5*vy>K fr/'j;k ^^/y/K f-r^ryy 
/K eys^K e^-zmiM y*y yn^BIiRS 
W^nTU -/W2W^«:«*\ J2TFH«. ) 
[0008] 

Alkj, rjggr/^yji: r-Aik-j, On 

T/kSr-zUj LT*it'x/K i-rn^;k 1, 2 

rAoyyf^jtUll I, Br. FStfCltft 
ryNoyyffla»r;^l/j 4: LTte. ItLhco^o 

<iihU7;^o^^"C*>*. rril-^jkLT 
te. KtHR67iS14ffl^ri;-;PaT*0. #2L< 

LTtt, ^S^37 1 ;^8ffl^)^^ar;^^T'J>0. Sf 

[0009] r 7x -i/yj fcLTtt. L<121. 
4-7x-i/ytJ)l>. r IS^f^ro !S<o 2 flff 

1 7bM4 5 JbM 6 l*I^S^fn 

»4L<tt. y?y-2, 5-zS4 
/K f^7xy-2, 5->M/K fr/-^-2, 5 

tfUi^y- 2, 5-zS4>l>AWV 
2, S-^MH'T**. r *K«U<ii:27b^3a^ 
^fDT'J-zk fcLTfcL ^f-ujj^k LTO, S 
Xtt N JH^F- ^1^5 S5M7 P*®^ L < 

f 2 2 7^ 3 m^mm^r- org -^t$> h . &&l< 

>fy**yy;K fh^/ii/k hyrvy/K f-r^ 
7Vj;k ey>?;K t°^^-;k. fcry$^-;K ey 

^>?x;u, h°^-;U. >fVHy;K -fV'fV'Fy/K ^ 

o-ybyrvy/K ^yx^r^ryy^. <y/^r 
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—/I/. -j-yf-y^— JK yyyj-/k ?o^— /K 
55^/(1. 2-a)t''JyOK tT9$/V [2, 3-d] 
t'J^;k4H->f$^/[4 1 5-d]f7/»J 
;K fon [2, 3-b] tyi//l/C**. <I*i£><0g 
tt^Wfc**fcs*vo *T t> J: < . «##*fl:;5iifc 
S£LT(i. »4L<tt. t'D'JX -f5*Vy>\ b 
?/>jy, yth'oh'UyVk fh7t h'ot'Jy/K 

y-;K fh7tHndfyy;k ^'tKo^t'Jz 
/K 2. 3, 4, 5-fh7tHn-lH-l, 4 
y/yTt't^, 1, 4-yt Ho- 2 H- 3, 1- 
<y/«ty-;^, 4,5.6, 7-fh7tKo< 

[00 10] <I*t^?). ^n7'J-;Kt 

12. ft*L<\$. -A 1 k. -ffijKT/U^-/K 
T;Mr— -Hal. -NR-A 1 k-NR' R" 
(ZZX'R. R f . R" liZtl^tl-HXli-Al k£ 
WW*. OTR*. ) . -NR- (-A1 k-CS^S 
fiTvvtfcj^HSStt^) . -NR-A 1 k- (- 

ai k -cam s *lt wc t j: v ^mmmm ) . -nr 

- ( — NR' R" X-WMZtlX^ZitX^isfnTJU* 
)V) . — NR* R" . -N0 2 , -CN, -OH. -O 
-A 1 k. -O-CO-A 1 k . -SH. -S-Al 
k, =O s -COOH. -COO-A1 k. -CO-A 
lk. -CHO. -CO-NR' R" . -SO-A 1 
k. -S0 2 -A 1 k. -S0 2 -NR' R" . - ( -A 

£*LTVvci>±^Ty-;K -0-{»ftg£3FLT^ 

fnry-/k -o-ajfts^LTv^Ttiv^m^ 

fn/'J-zk - ( — N R' R" -CSJftSftT^TtJ: 
v^^DTW) . -O-y^nTH/k -Any 

/fflcar/i^;u. -o-;\uyy<^r/Mr;K -ai 

k-NR' R" . -A 1 k- (-A 1 kTHJUSil'O* 

xhx^mmmm) . -ai k-oH^^^g^ 
toon] zzx\ r&mm&mi t lxh. mm. 

TbLXNMTZ lJK2*ft*U sE£O^L<teS 

oSt* 0 . SS^Wtc^ftffi^Sr^TV^T t> J: < . 
j£\,y\i<y^ymtm&LX^Xi>£\,\ #£L<te. 
eo'jyz;k -fS^/ys^/K e^vy^-zK tr 

— /K ^fch'n-l, /K fh7t Ho 

try^/K 1.2,3, 4-fb7th'n>fy^y»j;i' 
r^^nry-yUj h LTfi. lulB r ^ 



^xory-^j iz&w&m&mt -a i k. 

-Hal. -NR' R" . -VND^VflSST;^/K - 
N0 2 . -CN. -OH. -O-Alk. -SH. -S 
-Alk. -COOH. -COO-Alk. -CO-A 

I/— F*fem&*t*BSB££4«5r< 4: fc 1 7 

XUIfflgg^tl). ( I ) 

<0#*Uvffc£ttfcLTfcL D^t7/U;H^, 1H 
-^7/-;H5-^f;k 1 H-fcr^V— 
SL<liiH-w/-/P-i->f^"C*9, 5g£i?£ 
L<te. l-2ffl<0h y77P3i-o^c^mT1BiS*ifc 
t'^/y/K Eft: 3. 5-b'X (h'j7Wn^f;l.) 

- 1 h-^7/^- 1 -a )vx*t>h\:vv->vwmfa 

Tttl, 4 -7x-l/^\ X^lTli-NHCO- 

(R)ft. (S) «^3te¥lltt*3W(fttLa** *»» 
[0012] *f&Mk%m ( 1 ) li. BtWiaiBXHWB 

y VMVOMHK. ¥S§. KSt. rot^yS, is 
jl^^. voyl, n^N^^. 7k-{y 

^^r^>. xwr^y. x^y-^r 
sy, y x y . *)v~ f - y^o^rs^a t mmfrT 

[0013] ) **^^arx*<?«BBW 

tzmrt<#mimmL. m^c^^^&mimmLx 
mm-t$>cLttfX'Z&. *«oRv w^^satci-^T 
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mmt LX\±Mz.\f?V-V (Greene) RXf*7 «x 
y (Wu tslf, rp ro tective Groups in Organic S 
ynthesisj . »2JR*ClBB<0flffla«:*W f *it* J T' 



NHR 1 + HOOC-Y-A 
00 010 



<6U 



COOH 

^ (|V) 



+ R 1 NH-Y-A 
. (V) 



[0015] zntm*. msMjmtTfitzitz* - 

< I I > Xtt (V) -C*S*i4rS>«»ftfcHR 
SdiDXIidV) TSSiiiXr^yBa** 

( i - i ) xii ( i - 2) £#*:&8re*>*. <r?>3Si 

^/Mf^M 5 H (DCC) . 1 - ( 

rnt;H -3-3-^)Vij)Vifsl/A $ H (WSCD) . 

o-<y/h'jr/-^-l ->f;p-N, N, N' , 



[0014] JaTfc*«^^<0f«W9*«BSifeK:o 

sins 

[flS3] 

^Y-A 



5a 

(1-1) o 



TS h'ffc 



0-2) 



-h (HBTU) t9W5«|^B«frafF»cR|S§-e:SCk 
^H(HONSu), l-hHo=Jf-v"<.yVHJry 

-;KHOBt ) m<r>msmkMiLX%ii.^. ztihc?> 
[0016] «S (I I)Xti(V) 

zT$.>mmftt-m&, (nnxii(iv) x-mz 

h7tKD75y (THF) , i-**3f-9->\ X-f"/K 

h;uy, y^oo^^y, l , 
DX^y(DCE) . ?no*;l,A, N, N-j^^/U 
*;PA7S H (DMF) , ftgXf^, T-tb—hV/l- 

fi. M>xf-^T5y, fa'jy, N, N- 

[ooi7] m2wm 

Hfc4] 



V Y-A DRbNHNH , 



.Y-A 



(VI) 



CF,' 



Ra 

(1-5) 



(5S+. RaMRb^HXIMlk^f, ) 
3WK6tt, HIW (vi ) T^Sti^ft^i^byl: 

wik&m *%h*mx*hh . m 1 ie*> f »j 
h\ rwMitH'jH, ryu^'j^^A. mix 

3-S^*?-/M *W)i;>-2-*> (DM I ) , T 



RB»i. ^ 1 X^Tlf^iL^h th'7 ^VlS^ftc^ . 

^K^<7)^. i^te^-^A ( i v ) -f vro 
^v-^rH. f-^x^A ( IV) ^D'J h\ ^oyh'j7 

<K ^^(iiMT«$ ^ J: Off 3 ^ i: ^'T' 
[0018] X^-S0 2 -NRi Kfi-NR 1 - 
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mmco^m^mMm^-thTJ^Mt^mt^. mm. 

#y>A, bUxf-;PT5>, tMi^AtH'JHfm 
JgSc7)^R£Ts Xlil&F(£TX\ DMF, T-fch>, 2 

[0019] (H^fk^J^SSffi) JjaBSffiOHflfl: 
•ft-£*<7)-gB{i:P CTJtSU ( J P 9 8/04583) lz 

t o 0 2 o ] iiz&mmizj: <mbtuz&uB&mnt. 
afciowft-c&i. **. mm. ttaj. itsss. s 

[00 2 1] 

bx^mx'hz. mizcRAccmmt^m&x/i l-2 

&±ffP$Wffl£W LTfe 0 , C RAC CfflSfflXli I L 
-2«*«WHi:UT*ffl-C**. WK. CRACC^ 
I L-2jS±«reWSTU;W^-tt, ISflHEgKH: 

^Jfe. Jffjfe. KR. HRft. W» 'J *£m<&m® 

-a. &im<r>immm. craccsl<«il-2 
[0022] c rac cmwvteMMmmizm- 

^mx-hh. ttz. cRAccnwnuismoB. 



it*. 

[0023] BT. *«KM:^*«SIBl#ffl*aEW6 
(l)CRACCfflgffcffl 

#/Pv"?A*iji&3£fe5i&f u ra-2 (liiM) £o- 
H L/SJurkatfflfla (6X1 0 6 /m 1 ) mW& 10 0m 

v) «HMfflBrt^;i'J«''>AiMLh»i. 2 ft 

a&omuRfrfetftc 2 mitt s^xr^f v outa 
*. iuM)t:&ti^y7A*mmmmioojj. 1 £# 
^x/wdRjirf s £ t tig u ^Jd 3 o ^acdfflSiR 

5340nm/500nrafcJ;i;igiI380nm/ 
5 0 0 nmCioT#^iTJt2o<0^3lSfiS«t 9S*3t3£ 
Sit (R) fcJBBU;. i<oa3(aMEtt*a{"*fc:l4. * 

[00 24] «J!ai*g*^'>Ai8JS*i2 5juM>f^-yv 
4 S^ytMElc J: ->r»4>nfcfc*:KJK«*aS«lt < Rm 
ax) , 5xiM^^/7>(-/y+lmM EGTAfM 
fcJ:-9T»4»*ifc«/hRlB»3(ai«Jt (Rmin).I 
g«^3 8 0 n mfflfiB^)*yl'^«>Ate*fe*«»3ia& 
m ( S b 2 ) $:<ol/ajgjfcg 3 8 0 n mS)jg^«0*^^ 
>>A|?gife^^7^¥ ( S f 2 ) tcj; OthS^J: «3* 

ItW^ : mmm^^^mm (nM)=224X((R 
-Rmi n)/(Rmax-R))x[Sf 2 /Sbj] 

%t>mzmmm&t,zj: 'omb^tLtzmmtomm.^/^ 
^j^m^n, &mfflm&izzhwsm'^v>*}f\>is 

•>AS2Affi*(CRACCffiW)^S:*f>5 0%<OCRA 
CCWgZ^-tWJg. ( I C 60 <I) SrKtBUfe. *W»fc 
^tWifiW^rCRACCHWgttt^rLT**'). if 4 L 
Wb-^fcfcV^TJi. 1 I C 50 <15r^rLTV-. 

[0025] (2)voccfflg#ffltc^-rg>igff;'a 

^/P^AJg^aefe^f u ra-2 ( ljuM) Sro- 
HLfcPC 1 2 - h 5 5 •/ h im&ffl1& (2X1 0 6 / 
m 1 ) SSfBEl OOwl S-#'>x/H»fc:ta , aLfc9 6>> 
xyu • ^ D7U- h ^rfflS-T-S. . s?ftStS-fk^ 'J 

s<7)tssiiB^feixt: i oomM kc umamm. 50 

mIVI)S^•^•t^>'^^^X ^ l i ^g^^gl 0 0// 1 Z&^XJU 
IzmtFt hz\t T-^ig L . ^SD 2 0 3 4 

0nm/5 00nraiJilfiMl380nni/5O0 
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mmftZMfe L , &mt.MZ Ufura-2 

-fsi£S£iiiE-f4. HiriecRAccpawf^ffltPi«tc 

LT. VOCCffiWffffltfOI C 50 ffi£3MJU CRAC 
(3) I L-2MEfffffl 

JurkatJflHaSrffl^iT. S. Clare Chung^, Br. J. Phar 
macol., 113:861-868(1994)fe^CO^Cts!-7-C» IL-2 

coSftLtMt-^)<OIC 50 ffl{i. 0. 1 

[0026] *«wfl:^Hi ( i ) xnz.tit><atm&tti 
izff^tih^^Wimtt-fhmmt. -m& < i > 

*co®.m\mzm^T. m&mmztix ^zirmizx^ 

jw, mm, km. mi sA*Wfc.fc4«pa*. x 
»i, »a. as&^o&im 4*jw. atom, mm. a 

[0027] S^PS-5^)fe»«lli*:ffl«1U 

o-x, iStlS H a a -byU-o-x, f>-7y, ,-K'Jb'^/H?a 
A0N. Mz-tf Ay-TV VJ8r??*is*7J±<F>Zi 6 %MmM 

^mmm^v^-jum^^'y^xo^mmi, y? 
^mn£o*mmwm*tt\.T\vr:i>iL\\ mmx 

bVHr;H3— x, b Kn^r j^utr/kX^/Mr/l/o-x 

[0028] gpa-^)Jty>«ojBc«5ffl^!t!j«, marc 
ffss*i.4?uww. mmm. mmm. i/a-yrm. xu 

m. maimm*. ^?s-fr£&ts. z<m&mi* 

^PS-^-cO^waitffli: tTtt. a**>*ttX»i# 

*&commi. mmm. aauw****-*. *tt?>?§?s 
i&tftritih. ft*m&<?>mmi, mmmtLxiz. m 



-/HI, ^'jyM-hso dSrfkS) mtfhh. zcr> 

£?%®}$.mt, zbtzmm. Mmm. mm. 
m. zfeim (mm, y?h-*) . mmmmm w 
tif, 7)V9*ym, Tx^y^ym co£o%m®m 

mmmnmsximmzji^xmmit 

mizmm*ximm&immmmzmMLxmm-t2> z 

^n{*ttotcoT'^ 0 . &wimco*mz®.-yxwm-t 
hzti?x'%&. Mi«»pHt«, mmm. m 

ftmzfmztiz. e«wtta«ox:rv-»a. mm. 

aaana-9-oa*. iaoa*a»i. 

0. 00 1 KSOmg/kg, ttt L<fi0. 01- 
2 0mg/kg)!«^'J.O, vlixS:llHlT'*>I.V^a2 

nm4euz4nrztk4--r&. nmw§-isti?>#£&* 1 

BOft^JWi. mSibOno. OOlHlOmg/ 

k gaWiST. 1 b 1 wb£$miwn» j j--r&. s 
»a*<o«^iiB<oa4-*»i. ♦wsfeo«s»o. 00 

lKSOmg/kgAJlS^ lHlEWlfflIB:* 
ItTS+f 4. a-9-«ttSBEtt. ttS')^5-#mLT 

[0029] 
IHIM1 

4- [3, 5-b*X ( M»7/PJj-n>f-;P) -lH-tT 
7/-^- 1 — -frt-] 7-'Jy ( 1 5mg) k^OQ 
^ ^ y ( 0 . 5ml) «0S^tatC. 2.1, 
*3iWTY—)V- 5 -*M-A'?D'J h' (11m 
g) kMJlf^rSy (8mg) SrJliJdlDi. MfflT 
8B$fg3 0#afrUt. RlEJSfc^no^^y^iai 

A"C«Sa»Ufctt. METtlg^t-C. 4' - [3, 5- 
b'X ( b 'J y)V*u**f-)V) - 1 H-t5/-^- 1 - 
A ;H - 2 , 1 , 3-'<W:**lri''7'V-/P- 5 

HJI0IJ2 

4- [3, 5-b*X ( h'j7/P3j-o^^) -lH-t 
5V— ;U-l-^/H 7-l)y(7mg) kf'Jy'y 
(lml) C0?g-&^3C f3t7iy-2-*;^-/^ 

on'dimg) *jai. aanartdJifrLfc. Km 

J±*mWiX'imLtz. W.hatmanti!PTFE7< 
IZTX-mmLX. 4' -[3. 5-b*X(M»7;^n 



!(8) 000-256358 (P200 0-2 5JL8 



- 1 W-MvV-lV- 1 f*7iy- 
[00 30] %itffl3 

3, 

(1. 3 5g) t^DD^j-y ( 1 5m 1 ) <Oig-&% 
**fy;^D'J H (0. 9 2m 1 ) 

(o. oo lm i ) tmmat. mi§LX'4&ffS3 0ftm 

IX ( 5m 1 ) fcJniJtfc. »BEF?»«Lfc. *>ix 
4 - [3, 5-t'x(h'J7;^o>f;H 
- 1 H-e?/-/!/- 1 —4 AO 7-'J >- ( 2. 0 2 
g) , h'Jxf-^TSy ( 1 . 5ml), Slf^oo 

>^y(20mi) nS^gC. *&TTio£, mi&V 
2 mSfm Ltc . RlEfSfc: h U xf-;PT iv(0. 9 5 

m i ) tjD^fca, m&Ti&wsmLti. &mm.z*.#: 

-/P-4-*/^ySr ( 386mg) s jf^y/l^Q 
UK ( 0 . 22ml), ^nn^^y (4m 1 ) Rlf 
DMF (0. 001ml) <Oil-&ft£fln;t*:f£, m&X' 
4 HISflttFUfc. K^EfRtc h U xf-/PT 5 V ( 0 . 9 5 

m i ) tiDifcf*, *4>(caa-c«rta»jf ufc. 

CPKxf-;W (200ml) Hat. *, «ffltf&t*S 

fc. if^ix^Hfr^x^y-^fc^^^A^B^ 
ftLT, 3, 5-^^-4' -[3, 5-h'X(h 
^^□^fyP) - 1 H-t7/-A- 1 — f/H 

-*^4f9--y h* ( 2 . 1 4 g ) £ 

HMCT4 

5-7/M"o>f yF-/P-2-#;u*yK ( l lm 
g) , VOiSy (0. 007ml ) . DMF (0. 0 0 
0 5ml) StXTHF (0. 2ml) C0?1^J^, 
T, ft-^n'JH(0. 0 0 5m 1 ) SrJni, ^iS 
■C3 0aH*ffUS. RK?Sl=4- [3, 5 — b'X ( h- 

>j7^o^f;K -lH-e^y-zp-i— ' f;H r 

->jy(15mg) WJy>(0. 2ml)?§fS^jD 
X, M^T'58$HJSfFL7t. RflSSfcSKxf-rt'fcilli 

{*. ^ffTTiHaSLT, 5-7;M-o-4" - [3. 5 
-t'X ( YV7)\>*u*1-)V) -lH-h-^y-yP-l 
-1H-4 >Y-)\s-1-i))Vif.**r—V K£ 

[003 1] HSSPJ5 

4- [3. 5-t'X ( H)7^n^f;l') - 1 H-h- 
5/-;l-l-f;H 7-'Jy (2. 0 0g>fc&gp: 
f;K20ml) cO&i^K;:, *#T, -f V-a^-ym 
(1. 17g) fcWSCDtg®?tg ( 1 . 82 g) ZmiX. 

tat. aa-c2^iaH»FLfc. rjesk:»bp:*-/p ( 1 



Oml) Srfln*., aaTttWPUfc. RJBiBEfcTHF 
( 1 Om 1 ) ZMt. m&T-5B#F13 0#8i#U.:f£, 
y-3^-^S? (0. 5 0g) fcWSCDlgSetg (0. 
7 8g) Ztnt. S6CSaT2Hia8H ! l s Lfc. SOSiS 
KHOBt (0. 28g) Hat. 40 , CT-5B*ra30 
*JS#L*:f£, -f V^a^-y®? ( 1 . 6 7 g ) fcWSC 
DttINK(2. 60g) Srflni, $6fc3HBT3 BIB* 
ffUfc. ReSEte* (100ml) Hat. 

flfeSSEfca^X^/P (30ml) KigfgL, 4fflS&B 
M-B»tx*yW8» (5ml) tllBifc», i*£J£TTig 

fi£***»£SI* ft . 4 ' - [ 3 . 5 - fc'X ( h y 
7/M-u.Xf-A') - l H-e?/-;H 1 — f ;P] 4 V 
-3fy7-'J HOOKS ( 1 . 9 4 g ) tftfi««ftf: 

[00 3 2] 

4- [3, 5-t*x(hiJ7;Wo>f;H - lH-e 
7-'Jy (2. OOg), 2-? 
DD-4->f;l'-3fyi(l. 20g)&i;DMF 
(20ml ) Wjg^ltC, *?£T, WSCDtg&g 
( 1 . 4 3 g ) Hat . ^ffiT-2 OBSHJSff Lfc. RJ£ 
*«TF, WSCDiggglg ( 0. 7 2g)5rJPi., 
nrattlHHfLfctfc. *MTF, 2-;dd-4-^ 
+rt,-a*f-yWHO. 3 0g)l:te, S^fc^fit'l 
BISHWFLfc. RfEfSC *&T, wsCDSBffi 
( o . 7 2 g ) Hat . aa-ci BIBHJHPLfcft. WS 
C DS&ig (1. 43g) . HOBt (1. 10g)S 
tX2-?DD-4-^f^-3fyi(l. 20g)£ 
tot. S €»fc:S8rC3 HIBBStfFLfc. RJEJSC* ( 1 0 
Oml) $tJd^., ^J««i^»«x^TttfflLfc. tt* 

;u=4 : 1 . 2EB}tai?S; ^no^^y : T-fehx 

= 10: i ) x-nmvtzm. ^ y-^t^m^mu 

*^SSftLT, 2-?DQ-4-^f^-4' - 
[3. 5-b'X ( h*J 71V*K**^)V) -1 H-t^y 

-;P-1 -a+yT-'J Klgi?la ( 0. 7 5 

g ) frfefettttftj: LTIWS. 
[0033JHJSW7 

4- [3, 5-t'X ( h'j7^D^f^) -lH-f 
5y-;u~i--f/P] T-yy(2. OOg), 3-7 
watt? *y-2-*])VXym. ( 1 - lOgJSi/D 
MF (20ml) aa^Wc. *^T, WSCDlgiS 
( 1 . 4 3 g ) m/a O B t ( 1 . 1 0 g ) £«I#d)n 
t. Sar-2 0ttBBJHJtUfc. R«?S(C, *^T, WS 
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CDlgSEia ( 0 . 7 2 g ) £})D;t.. m&LT4^mnt 
*#T\ 3-^onf-3i-7xy-2-*^3Ky» 
(0. 3 3g) $rSD^.. SfeKSSITlBIBHWfLfc. 
Zmmz* (10 0ml) SrJot. ^Jfc^S-ifciSxf-rt. 

■ettasu:. i£j@hbl *. 

x^=4 : i ) x-mmitzm. ^9 j-)Vhimm± 

mmfrt>2®¥m8,LX. 3-;no-4' - [3. 5 
- fx ( b >j ) - 1 h - tr^V— 1 

f-Jt7x>-2— ^;Pd"'^f"9"— U K ( 1 . 78 
g) £*ffe#M*fii: LT»fc. 

4- [3. 5-t'A(hiJ7;^n^f^)-lH-f 
7V-;P-l--f^] T-D>" ( 1 5m g) , 5-^f- 
;^3f7xy-2-*;k7Kyi§ (9mg) avey^y 
(0. 3ml ) coa^JtC, -2 0*Ct\ ^Jf^S-ft'J 

y(o. 006m i ) ^jdx. -2o-cT-mia^r#L 

«afLfc«. JSffFCiWiLT. 5-*+)V-4' - 
[3. 5-h'x ( M)7;M-oyf-;U) -lH-fcT5V 
1— OP] f-*7xV-2-;fr/M«f1f-xy K£ 

[0 0 34] *M0iJ9 

5 2 — Ml 7/M"O.X?vP7 5>- 3 

HOW. ( 1 . 5 8 g ) . f> 'Jxf-/UTS > ( 1 . 4 m 
1 ) ( 2 0m 1 ) cOS-g-^tC . HBTU 

(3. 34 g) *ln£. aa-C3 04MaHW*Lfc. KB 
JRC4-E3. 5-t*X ( YV7)ViSX3*1-)V) - 1 H 
-t5V-;W- 1 ->OH T-'JV ( 2. 0 0g)£;!in 
SflK^BISHWPLfca. RjE&fc:* (150m 

= 4:1) THWLfca. iiXf;l-t n-^^VW 
felMMfc . • &v >T'x ? y ->v t *cr>&&®i& 

-4' -[3. 5-t*X ( h'j7;Ko^f;H - 1H 
-K7/-;l/-l->(^] 7 5y-3-^;P^-9--'J 
Y ( 2 . 1 3 g ) £*tfe#t#if B i: l/C»Jte. 
[00 3 5] UttMl 0 

[3. 5-t'X ( bVy>l-*nX1-)\s) -lH-fcT5V 
-/l—l— f/H i3fyr-DH (2 2mg) s ^ 
*UV (87mg) . 8S&#VVJ* (14mg) 



V^V^iVTlV^-)^ (0. 2ml) cOli^Sr. 1 0 
0 -CT- 3 KfraJS# L?t . BUmiZ .tWJV(44m 
g) . ^SWU^A ( 14mg) £JD*. 100-CT'l 

■eauaw;. ttasssrJSEreaiBu #£>ft/.:i8&£ 

is7aajt?>izmt8Ltz. Z<Oi>cr>iZP S- i s o c 
y a n a t e ( A r g o n a u t Technolog 
iestS. 1. 6 4mmo 1/g) S-jDi., 3S*JW* 

£ET"t"i88B LT . 6 -^*'J y-4 ' -[3. 5-t* 
x (h'j7;^o^f;H - lH-e?/-^- 1 -- f 
;P] -af-yrx'J F 
[0036] Hlfcffl 1 1 

Wfi0!l9fc|3|«l<O^T-^U^^f-;U 6-(N- 
{4- [3. 5-t'X ( MJ7/M-o*f-7P) -1H- 

h(43mg). 1 ffl^K-ft-^ h U -7 ?g 
( 1 m 1 ) StXl . 4 -j***-^ (1ml) O^-^J 

§ c t tc i o . RJ6»w>iStt*»tt (pH2) ci/; 
». METTl, 4-^^v*«*Lfc. tfriiSL*: 
fflfcfcFIXU *-«fe»UStt, «JET-C1£*£L-C. 6 
-(N-{4-[3. 5-t'X ( h'J7/Wn/f/P) 
-lH-tr^y— /t— 1— f;H 7i-/H ^/^N'^E-f 
;P) X3^->-B!5rf#^. 

[0037] ±iB<0HJfc« t LTfM£^ 2 ~ 6 tc 
S^Tft^ft . f*te* 1 ~ 6 tlSfiWb^lWBBi 
-eh.'fit^-r. *fo,^7~l 2 

x : mmm •. s y : mmm ( »wwsMittw<o»#* 

^L. SKft^«*i^1iriE9at«i:ia|«W)*86fcJ:*) 
WeLfc**3rT. ) ; Dat : «®fb^Wtt« (F : FAB- 
MS (M+H)* ; M : MAVO : (d) : ftM ; Nl : NMR(D 
M50-d 6 , TMSF*jgBS2£ ) <mm&V-9 8 ppm ; HI : T 
feHPLC^ff 1 -C«0HPLC±C0«^B#fS[#) ; H2 : TI2HP 
LC&tt2X-cr>W>lC±.<?>&ftmm#)) : TFA : b >J ~7)V* 

□is ; avco : itsmm^z . ^^-m^-r. 

HPLC^feffl : : Wakosil-II 5C18AR, 4.6x30imD. 

«iai^ : 254nm, : SSS : 4.0mL/mi 

ik mmm ■. iFw?s-;umm/5mn tfa*?§?8e=io 

/90 <;0min>; -100/0 <;7.5min:|lB^)E>; -100/0 <;8.0min 
>:. 

HPLC^ff2 : *7A : Wakosil-II 5C18AR. 2.0x30mm, 
mtii^ : 254nm. : 35"C, bB$ : 1.2mL/mi 

n. iSm& : 5mM TFA^ ^ y-;P?g^/5mM TFA*?§?g=10 
/90 <;0min>; -100/0 <;7. 5min:®B^E>: -100/0 <;8.0min 
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[00 38] 




Ex 


R 


Dat 


Ex 


R 


Dat 


1 




Hl:4.83 
F:442 


7 




M:136-138 ; 
N1:7.25(1H, d, J=5.3 

Hz), 7.96(1H, d, J 

=4.9Hz) 


2 




Hl:4.92 
F:406 


8 




Hl:4.92 
F:420 


i 

j 


Me 


Vf.ioi isi • 
IVI.101-i.00 , 

N1:2.36(3H, s), 2.58 
(3H, s) 


9 




M:148-150 ; 
N1:2.42(3H, s) 


4 




Hl:539 ; 
F:457 


10 


JClP 


Hl:4.35 
F:486 


5 


• Ha 


M:170-172 ; 
Nl:8.19(2H f d, J =5.9 
Hz) 


11 


J®™ 


Hl:5.18 
F:445 


6 




M:162-163 ; 
N1:7.44(1H, d, J=7.8 

Hz) t 8.02(1H, d, 

J=7.9Hz) 





[0039] 



[jS2] 



(til) J00-256358 ( P 2 0 0 0 - 2 5 JL8 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


12 


9 




M:133-135; 
N1:7.67(1H, s) 


23 


5 




Hl:4.49 
F:390 


13 


5 




M:212-213; 

N1:7.U1-7.U3(1H, 111), y.ol-7. 
84(2H, m), 8.43-8.44 (1H 
, m) 


24 


7 




Hl:4.40 

r.4Uo 


14 


9 




M:154-157; 

XII .*7 tZflfAU A A ¥ *7 Q Oil 

Nl:7.oU(lH, ad, J=7.y, 4.yn 
z), 8.15(1H, dd, J=7.8, 2. 
0Hz),8.57 (1H, dd, J=4.9, 
1.9Hz) 


25 


7 


JO 


Hl:4.37 


15 


9 




\i.ion inn. 

M: 189-190; 

N1:7.90(1H, dd, J=4.9, 1.5H 
z), 8.03(1H, d, J=1.0Hz), 
8.65 (1ft d, J=5.8Hz) 


lo 


a 




F:440 


16 


6 


A, 


M:169-170; 

N1:8.58(1H, t, J=2.0Hz), 8.9 
4(1H, d, J=2.0Hz), 9.09 ( 
1H, d, J=1.9Hz) 


27 


9 


jr 


Hl:4.12 
F:418 


17 


5 




Hl:4.18 
F:451 


28 


5 




H13.72 
F:415 


18 


9 




Hl:5.14 
F:433 


29 


9 




Hl^.22 
F:468 


19 


9 


H 


Hl:3.93 
F:439 


30 


9 




Hl^.10 
F:467 


20 


9 


Air 

SMe 


M:169-170; 

N1:7.29(1H, dd, J=7.8, 4.9H 
z), 7.98(1H, dd, J=7.8, 1. 
5Hz),8.62 (1H, dd, J=4.9, 


31 


9 




Hl:4.11 
F:451 


21 


5 




Hl:4.99 
F:406 


32 


5 




Hl:5.06 
F:439 


22 


6 


^0 


H13.21 
F:483 


33 


9 




Hl:4.11 
F:440 



[0040] 



(& 2) 100-256358 (P2000-2 5 JL8 



Ex 


Sy 


R 


Dat ! 


Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


34 


6 




Hl:5.58 
F:484 


42 


9 




Hl:4.95 
F:468 


50 


9 




Hl:3.85 
F:439 


1* 

jj 


o 




Hl:6.53 
F:619 


43 


9 




Hl:5.51 
F:451 


51 


9 


H 


Hl:4.85 
F:434 


36 


6 




m-A06 


44 


6 


Me 
Me 


Hl:4.28 
F-417 


52 


6 


H 


Hl:4.93 
F:434 


37 


9 




Hl:5.61 


45 


9 




Hl:5.52 


53 


6 




Hl:4.60 
F:435 


38 


6 


fT^ Me 


H1:5.Q4 
F:448 


46 


9 




Hl:4.48 
F:417 


54 


6 


Me 
Me 


Hl:5.40 
F:418 


39 


6 


Me 


Hl:5.02 
F:435 


47 


9 




Hl:3.45 
F:415 


55 


6 




Hl:5.03 
F:416 


40 


9 


JO 

Me 


Hl:2.98 
F:404 


48 


9 


^6 


Hl:4/76 
F:420 


56 


9 




Hl:434 
F:484 


41 


9 




Hl:4.80 
F:435 


49 


4 


^? 

H 


Hl;4.69 
F:389 


57 


9 




Hl:4.84 
F:453 



[0 04 1] [314] 



(a 3) J00-256358 (P2000-2 5 JL8 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


58 


6 




r 


Hl:4.55 
F:498 


67 


5 


x* 55 ^ 1 


Hl^.47 
F:460 


76 


10 


MeN xx. 


Hl:3.81 
F:527 . 


59 


4 




Hl-5.12 


68 


5 




Hl:4.70 


77 


10 


0 


Hl:4.94 

r .*fOZ 


60 


5 


Me 


Hl:5.58 
F:453 


69 


5 




Hl:5.20 
F:466 


78 


10 




Hl:431 
F:486 


61 


4 




Me 


Hl:6.04 
F:460 


70 


4 




Hl:5.01 
F:468 


79 


10 


z 


Hl:5.12 
F-.502 


62 


6 






Hl:5.43 
F:493 


71 


4 


QMc 


Hl:5.28 
F:469 


80 


10 




Hl:4.83 
F:544 


63 


6 




Hl^.98 
F:481 


72 


5 




Hl:4.70 
F:451 


81 


10 




Hl:3.66 
F:470 


64 


4 


XT 


Hl:4.44 
F:417 


73 


6 




Hl:5.94 
F:490 


82 


10 




Hl:4.27 
F:484 


65 


6 






Hl:530 
F:508 


74 


4 




Hl:480 
F:450 










66 


6 


1 




Hl:5.70 
F:558 


75 


6 


OMc 


Hl:5.85 
F:476 











[0042 



(?1 4) )00-256358 (P2000-2 5 JL8 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


83 


7 


NO, 


Hl:433 
F:449 


92 


6 


I 


Hl:5.08 
F:418 


101 


7 


d 

Me 


Hl:6.08 
F:514 


OA 


/ 




Hl:5.24 
F:484 


93 




o 


Hl:4.51 
F:418 


102 


7 


O 


Hl:5.20 
F:458 


85 


7 




Hl:5.46 
F:484 


94 


6 




Hl:4.58 
F:4Q5 


103 


3 


If 


Hl:4.98 
F:515 


86 


3 


Me 


Hl:5.66 
F:480 


95 


6 




Hl:5.27 
F:456 


104 


3 


Me 


Hl:4.96 
F;503 


87 


6 




H13.26 
F:415 


96 


9 




H2:5.94 
F:482 


105 


6 


rQ 


Hl:539 
F:470 


88 


6 


CP, 


Hl:5.86 
F:534 


97 


9 




H2:5.89 
F:459 


106 


6 




Hl:4.39 
F:417 


89 


6 


JO" 


Hl:3.78 
F:433 


98 


9 




H2:6.58 
F:535 


107 


6 




Hl:4.94 
F:451 


90 


6 




Hl:3.67 
F:427 


99 


9 




H2:4.48 
F:454 


108 


6 




Hl:4.86 
F:434 


91 


9 




H2;5.95 
F:435 


100 


9 




H2:6.15 
F:465 


109 


6 




Hl:5.44 
F:469 



[004 3] 



(?1 5) )00-256358 (P2000-2 5JL8 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


110 


9 




H2:6.53 
F:535 


L18 


9 




H2:6.20 
F:480 


126 


9 




H2:6.09 
F:475 


111 
in 


o 


H 0 


F:498 


119 


9 




H2.5.62 
F:485 


127 


9 




H2-6 58 
F:551 


112 


9 


Me 


H2:4.72 
F:415 


120 


9 


Me 


H2:5.52 
F:41o 


128 


10 




Hl:4.44 


113 


10 


0 


H1-.4.64 
F:486 


121 


10 




Hl:4.56 
F:472 


129 


10 




H1:5.Q3 
F:532 


114 


10 




Hl:4.86 
F:472 


122 


10 


JCJ1 


Hl:4.08 
F:544 


130 


10 




Hl:4.81 
F:527 


115 


10 




Hl:4.74 
F:486 


123 


10 


XI 

0 


Hl:4.87 
F:484 


131 


10 




Hl:3.65 
F:513 


116 


10 


Xl 


Hl:4.02 
F:470 


124 


10 




Hl:5.l6 
F:498 


132 


10 




Hl:4.78 
F:502 


117 


10 




Hl:5.48 
F:532 


125 


10 




Hl:3.84 
F:513 
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